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PATENT NO. 
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Al 19990930 
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W: AU, BR, CA, CN, HU, ID, IL, JP, KR, MX, NO, NZ, RU, UA, US, VN, 
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R: 



PRIORITY APPLN. INFO. 



AB 



IT 



RN 
CN 



AA 19990930 CA 1999-2325550 19990323 

Al 19991018 AU 1999-28550 19990323 

Al 20010103 EP 1999-909297 19990323 

AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, FI ' 

JP 1998-76055 A 19980324 
WO 1999-JP1438 W 19990323 
The invention relates to novel drugs [liposomes] efficacious in treating 
and preventing hepatitis. These drugs are remedies or 
preventives for hepatitis characterized by contg. a complex of a 
? r " g , carrier comprising as the essential components, for example, 
2-0-(2-diethylaminoethyl)carbamoyl-l,3,0-dioleyl glycerol and a 
phospholipid with poly (I) .poly(C) . 

24936-38-7, Poly (A) .poly (U) 24939-03-5, Poly (I) .poly(C) 
160005-13-0 V V ' 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 

(remedies for treatment of hepatitis) 
24936-38-7 HCAPLUS 

UafSif zlSS^UST' C0 ° PleX " ith «=" »o»op„ ly „er 

CM 1 



CRN 27416-86-0 

CMF (C9 H13 N2 09 P)x 

CCI PMS 

CM 2 

CRN 58-97-9 

CMF C9 H13 N2 09 P 

CDES 5:B-D-RIBO 



Absolute stereochemistry. 
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CRN 24937-83-5 

CMF (CIO H14 N5 07 P)x 

CCI PMS 

CM 4 

CRN 61-19-8 

CMF CIO H14 N5 07 P 

CDES 5:B-D-RIBO 

Absolute stereochemistry. 
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RN 24 939-03-5 HCAPLUS 



CN 



U^HS? a ?™' T SHS? r ' C ° mpleX With ^'-cytidylic acid homopoly.er 



(1:1) (9CI) (CA INDEX NAME) 
CM 1 

CRN 30918-54-8 
CMF (C10 H13 N4 08 P)x 
CCI PMS 

CM 2 

CRN 131-99-7 
CMF CIO H13 N4 08 P 
CDES 5:B-D-RIBO 

Absolute stereochemistry. 
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CRN 30811-80-4 

CMF (C9 H14 N3 08 P)x 

CCI PMS 

CM 4 

CRN 63-37-6 

CMF C9 H14 N3 08 P 

CDES 5:B-D-RIB0 

Absolute stereochemistry. 




RN 160005-13-0 HCAPLUS 

CN 9-Octadecenoic acid (9Z) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonvll oxvl - 
1,3-propanedryl ester (9CI) (CA INDEX NAME) carbonyl] oxy] 

Double bond geometry as shown. 
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Inhibition of metastatic carcinoma cell growth in 
livers by poly (I) :poly (C) /cationic liposome complex 
(LIC) 

Hirabayashi, Kazuko; Yano, Junichi; Takesue, Hisashi; 
Fujiwara, Noriko; Irimura, Tatsuro 
Discovery Research Laboratories, Nippon Shinyaku Co 
Ltd., Kyoto, 601-8550, Japan 
Oncology Research (1999), 11(11/12), 497-504 
CODEN: ONREE8; ISSN: 0965-0407 
Cognizant Communication Corp. 
Journal 
English 

The complex of poly (I) :poly(C) and a new cationic liposome (LIC) has a 
potent antitumor activity against many tumor cell lines in vitro, whereas 
poly(I):poly(C) itself has no such activity. In the present study we 
tested the sensitivity of 21 human colon and pancreatic cancer cell lines 
to LIC or Adriamycin in vitro. The growth of most of the cell lines was 
strongly inhibited by both LIC and Adriamycin in vitro, although a few 
insensitive cell lines were different. We also studied the in vivo 
antitumor activity of LIC or Adriamycin in three exptl. liver metastasis 
models in nude mice using a human pancreatic cancer cell line (AsPC-1) and 
two human colon cancer cell lines (Lsl74T and HCC-M1544) The 
administration of LIC or Adriamycin was started 3 days after the injection 
of tumor cells. Animals received 0.1 mg/kg LIC IV twice weekly or 5 mq/kg 

aSX?n ll^ y 5 f 373 6XptS - LIC Sh ° Wed P<*«* antitumor 

activity m all three liver cancer models. Although Adriamycin had potent 

in iir?ip? C f 1V1 S y , in ^ « CC - M1544 mode1 ' ^ had only a moderate effect 
JS*?™^ ?° and 3t mOSt a weak effect in the Lsl74T model. At the 
EDs LIC did not cause detectable pathol. changes in the liver and did not 
elicit toxicity to mice in these models, whereas Adriamycin did exhibit 
toxic effects These results suggest that LIC is a promising candidate 
drug to treat hepatic metastasis. 
160005-13-0 

RL: MOA (Modifier or additive use); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) P 

(inhibition of metastatic carcinoma cell growth in livers by 

poly (I) .-poly (C) /cationic liposome complex) 
160005-13-0 HCAPLUS 

9-Octadecenoic acid (9Z) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxy] - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) Y^joxyj 



Double bond geometry as shown. 
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Patent 
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W: AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN CR CU 
CZ DE, DK, DM, EE, ES, FI, GB, GD, GE GH GM HR S,' ID IL 

S: 2: £: 2: S: S: 2: S: £ s? ; - »: % £ £ 
S: S: 11: S: S 11: & s- 0G ' " s: 02; ™ : ™ - : «■ & 

RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT BE CH CY nr 
DK, ES, FI, FR, GB, GR, IE, IT LU MC NL PT Se' Bf' BJ Cf' 

EP ??SS2S? ?, o^ 1103 ° BR 2000-8227 20000214 

9 i D M 2001111 4 EP 2000-902934 20000214 

R: "I: S: S: Z?: K; £- FR ' GB ' GR - IT ' L1 > LU ' NL ' 

NO 2001003941 A 20010814 NO 2001-3941 20mnftld 

PRIORITY A PPT M TMirn . uul ZUU1U814 

fKiuKiii APPLN. INFO. JP 1999-35963 A 19990215 

o WO 2000-JP778 W 20000214 

Specifically shortened-chain polynucleotides or salts thereof 
characterized by the content of 2 '-5' phosphoric diester linkage of 3 » or 
below based on all the phosphoric diester linkages and medicinal cLons 

?SS'f b ° th ^T 1 - by themal ^drolysis of polynucleotides or saKs 
thereof or enzymic hydrolysis with phosphodiesterase. These 
shortened-chain polynucleotides are useful as drugs such as interferon 
inducers, immunostimulants, cellular nuclease activators or anticancer 
agents or preventives or therapeutic agents for heoatitia An?i«n 
activity of shortened-chain polyinosinic acid poJycyriSyfic acid duplexes 
agamst HeLa S3 cells strongly correlated to the chain lenoth anri Si 
chain length of . gtoreq. 1, 000 bases exhibited £he most po?enJ ^ 



AB 
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anti-proliferation activity but shortened-chain duplexes with av chain 
length of 100-1,000 bases also exhibited slightly Lwer but strong enough 
anticancer activity. The larger ratio of trans-phosphorylation from Tto 
2 -position weakened anticancer activity of polyinosinic acid and 
Polycytidylic acid against A431 cells. Thus, 8 g inosine-5 ' -diphosphate 
trisodium salt and 1 g MgC12 were dissolved in 500 mL 0.1 M glycine-NaOH 

9 U 3 wfth Tnu St tf ring ' f ° ll0Wed by ad 3 ustin S the pH of ?he soln. at 

9 3 with 6 N NaOH, allowing the soln. to stand at 38. degree, for 1 h and 
adding polynucleotide phosphorylase, and the resulting mixt. was allowed 
t n S o C 5 at 33 - de g ree " for 18 h. The reaction was quenched by adding 25 
EtoS'to T' f° llowedb y addi *g 10 mL satd. NaCI soln. and 500 S anhjd. 
EtOH to ppt. polyinosinic acid which was sepd. by centrifugation The 
polyinosinic acid ppt. was redissolved in water and dialyzed, treated with 
activated charcoal, and filtered. The filtrate was adjusted to pH 8 5 
with NNaOH and heated at 70. degree, for 8 h to give'poiyinosinic acid 
Na salt (av chain length of 360 bases). The above polyinosinic acid salt 
and polycytidylic acid sodium salt (av. chain length 318 bases) (prepn 
given) were added to cationic liposome, which was prepd. from ? 
2-0-(2-diethylaminoethyl)carbamoyl-l,3,0-dioleoylglycerol and egg yoke 
lecithin, under stirring and dispersed to give a polynucleotide complex, 

*JYi ? inh ^ 6 ? ^.Proliferation of HeLa S3 cells by 17, 70, and 
salVng/mi,' I'esT " ^ ^ ♦ polycytidylic acid sodium ^ 

IT 160005-13-OP 

RL: BAC (Biological activity or effector, except adverse); BPN 
Biosynthetic preparation); BSU (Biological study, unclassified); SPN 

iSS^SSS?^ Xir^ 6 ^ 10 US6); BI ° L (Bi0l ^ ical ^udy); 
(cationic liposome contg. polyfl] .poly[C] complex and; prepn. of 
cenn?^ n P ol V nucleotid " interferon inducers, immunostimulants, 

cellular nuclease activators, or anticancer agents or preventives or 
therapeutic agents for hepatitis) 
RN 160005-13-0 HCAPLUS 

CN 9-Octadecenoic acid (92)-, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxy] - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) l Y-«-J°xyJ 

Double bond geometry as shown. 
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Process for producing composite preparation containing 
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PCT Int. Appl., 28 pp. 
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Patent 
Japanese 
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PATENT NO. 
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WO 9961032 
W: CA, 
RW: AT, 
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Al 19991202 
JP, KR, RU, US, 
CH, CY, DE, DK, 



APPLICATION NO. DATE 

WO 1999-JP2713 19990524 
AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
ES, FI, FR, GB, GR, IE, IT, LU, MC, 



NL, 



Al 20010328 
CH, DE, DK, ES, 



EP 1999-921242 19990524 
FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 



PRIORITY APPLN. INFO. : 



AB 



IT 



RN 



JP 1998-142763 A 19980525 
WO 1999-JP2713 W 19990524 
o/lTnT I f? r , Pr °? UC i ng 3 homo ^ n ^us nucleic-acid-contg. composite prepn 
of good quality which is capable of sterilization by filtration and is 

C £nT 6 H 1Z H d bY COntg ' n ° C ° arSe P«ticles having a size of gtorl 7 
.mum which are regarded as unsafe for the human body. The p?ocess'for 
nnM^ in9 P f epn " C ° ntg ' 3 c ^site of a cationic carrL? w?th a 
nucleic acid polymer, is characterized in that two single-stranded nucleic 
acid polymers capable of at least partly forming a double-stranded state 
are sep. added, each in the single-stranded state, to eithJr a cationic 
carrier or a material from which the cationic carrier is to be formeS and 
all these ingredients are subjected to a dispersing treatment A 

1 3 e o e dSl! V aS Pre ? d ' fr ° m 2 - 0 -( 2 - di ethylaminoeth y l)-carbamoyl- 
1,3-O-dioleylglycerol, egg lecithin, water, poly(I) (polyinosinic acid) 
and poly (C) (polycytidylic acid). The av. particle sizeS 5^ 
?^n Cl6S aft6r dissolv ^ in injection water was 140 nm composite 
160005-13-0, 2-0- (2-Diethylaminoethyl) -carbamoyl-1, 3-0- " 
dioleylglycerol 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

carried COntg ' ^ S±n ^- st ^ d ^ nucleic acid polymers and cationic 
160005-13-0 HCAPLUS 
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9-Octadecenoic acid ( 92) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxy] - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) ^nyijoxyj 

Double bond geometry as shown. 
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and preventing hepatitis. These drugs are remedies or preventives for 
hepatitis characterized by contg. a complex of a drug carrier comprisina 
as the essential components, for example, 2-0- (2- comprising 

pc^m 3 ^ glyCer01 and a Phospholipid with 

160005-13-0 

Se)? E RTn^ ° r Chemical Process); THU (Therapeutic 

use), BIOL (Biological study); PROC (Process); USES (Uses) 

(remedies for treatment of hepatitis) 
160005-13-0 HCAPLUS 

9-Octadecenoic acid (9Z) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxyl - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) xuonyijoxyj 



Double bond geometry as shown. 
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Inhibition of cancer cell growth by 
polyinosinic-polycytidylic acid/cationic liposome 
complex: a new biological activity 

Hirabayashi, Kazuko; Yano, Junichi; Inoue, Toshihiko; 
Yamaguchi, Tohru; Tanigawara, Kazuaki; Smyth, Gerald 
E.; Ishiyama, Kouichi; Ohgi, Tadaaki; Kimura, Kiyoshi; 
Inmura, Tatsuro 

Discovery Research Laboratories, Nippon Shinyaku Co., 
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Cancer Research (1999), 59(17), 4325-4333 

CODEN: CNREA8; ISSN: 0008-5472 

AACR Subscription Office 

Journal 

English 

polyinosinic-polycytidylic acid [poly ( I ) . cntdot . poly (C) ] and 
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cationic liposome (LIC) inhibited the growth of many tumor cell lines at 
low concn m vitro, but poly(l) .cntdot.poly(C) alone had no such 
antiproliferative effect. The IC50 values of LIC against the tumor cells 
ranged from 0.1 to 1000 ng/mL. LIC had strong cytotoxic effectfon 

^ 1 Sr t i Cell «° f ^ Plthelial and f Elastic origin from vaSous tissues 
and was also effective against Adriamycin-resistant tumor cells. LIC did 
not significantly affect the growth of lymphoma cells, leukemia cells 

Z m a J 1Pl0 vt d flt T blasts ' or P^ry liver cells at concns. up to 10 
ma^innS; , n mecha <"- sm °5 the antiproliferative effect of LIC against 
malignant cells was the induction of apoptosis. LIC induced the 

dS 9 ??™^- nUCl6ar ? A thS degrdn - 0f rRNA in tumor ^lls. The 
DNA fragmentation occurred within 1-5 h after the addn. of LIC and both 

the fragmentation and the inhibition of cancer-cell growth were suppressed 

by a nuclease inhibitor. In contrast, caspase inhibitors did not 

the antiproliferative activity of LIC. These results suggest that LIC 

induced apoptosis in malignant cells through the direct activation of 

nucleases and not through the activation of caspases. LIC reduced the 

incidence and the size of metastatic liver-cancer tumors in two different 

mouse metastatic liver-cancer models using human colon carcinoma cells 

Histochem. anal, revealed that the KM12-HX cells in the tumo£ nodSes were 

undergoing apoptosis; therefore, LIC also induced the apoptosis of tumor 

no^/hep^t^cytes.^ 636 ^ ^ "° ^ changes^ 

IT 160005-13-0 

RL: BAC (Biological activity or effector, except adverse); BSU (Bioloqical 
study, unclassified); PEP (Physical, engineering or chemical process) Su 
(Therapeutic use); BIOL (Biological study); PROC (Process); DSeTJ! „) 
(liposomes contg.; inhibition of cancer cell growth by 
RN 160^5^3-0 in icAlL;s yCytidyliC ^^nic liposome complex) 

CN 9-Octadecenoic acid (9Z)-, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxy] - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) """yijoxyj 

Double bond geometry as shown. 
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The invention relates to a drug efficacious for cancer therapy and a novel 

an intra ^nrpfSn " Str ? nded ^ ^ P ° ly(I) ' POly(C) ' Specifically 
carnamovl ? ? n~H } n ^ ease f^tivator contg. 2-0- (2-diethylaminoethyl) - 
carbamoyl-l,3-0-dioleylglycerol and a composite comprising a carrier 
prepd. from a phospholipid as an essential component and poly(I) .poly(C) 
or mismatched poly (I) .poly (C) . y\±)-yu±y^ } 

160005-13-0, 2-0- (2-Diethylaminoethyl) -carbamoyl-1 , 3-0- 
dioleylglycerol 

use^RT^^ ° r Chemical Process); THU (Therapeutic 

use), BIOL (Biological study); PROC (Process); USES (Uses) 

(intra-cancer-cell nuclease activator) 
160005-13-0 HCAPLUS 

9-Octadecenoic acid (9Z) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxyl - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) uonyijoxyj 



Double bond geometry as shown. 
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Glycerol denvs. I [Rl, R2 = OY, A-(CH2)n-E; n = 0-4; E = pyrrolidine, 
pipendino, (un) substituted piperazino, morpholino, (un) substituted 
guanidino, (un) substituted amino; A = -0-CO-NH-, -NH-CO-0, -O-CO- etc * 
R, Y - C10-30 (un)satd. aliph. hydrocarbyl, C10-30 (un)satd. aliph. acid 
re ^K ri.^ 6 ^ rep f;. - ThUS ' l'2-O-dioleoylglycerol in pyridine was stirred 
with N,N -carbonyldnmidazole at room temp, for 5 h, the resulting was 
dissolved in CH2C12, washed with 5% NaH2P03, the product was dissolved in 

' N,N-dimethylethylenediamine was added, and the resulting mixt was 
stirred overnight to give 91% the title compd. 3-0- (2- 

dimethylaminoethyDcarbamoyl-l^-O-dioleoylglycerol. The invention aims 
at providing a device comprising lipids that act like the so-called 
cationic liposome and are reduced in toxicity and the lipids as the 
constituent of the device. The invention compds. are exemplified by 
3-0- {4-dimethylaminobutanoyl) -1, 2-0-dioleoylglycerol, 3-0- (2- 
dimethylaminoethyl) carbamoyl- 1, 2-0-dioleoylglycerol, 3-0- (2- 
diethylaminoethyl) carbamoyl-1, 2-0-dioleoylglycerol, and 
2-0-(2-diethylaminoethyl)-carbamoyl-l,3-0-dioleoylglycerol. The device 
comprises these lipids and phospholipids. The device enables, when 
administered to with, for example, a double-stranded RNA, the RNA to 
migrate to the action site safely. 
160005-13-OP 

RL: DEV (Device component use); SPN (Synthetic preparation); PREP 
(Preparation); USES (Uses) 

(prepn. of glycerol derivs . for a drug delivery device) 
160005-13-0 HCAPLUS 

9-Octadecenoic acid ( 9Z) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxy] 
1, 3-propanediyl ester (9CI) {CA INDEX NAME) 



Double bond geometry as shown. 
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Pharmaceutical compns . comprise a single-stranded nucleic acid copolymer 
esp. poly (adenylic acid-uridylic acid), and a lipid device [such as 
lipofecting (com. product) on a mixt. contg. phospholipid and glycerol 
derxvs such as 3-0- ( 4-dimethylaminobutanoyl) -1, 2-O-dioleylglycerol] The 
lipid device promoted the entrance of single-stranded nucleic acid into 
tumor cells to induce interferon activity. As a result, the nucleic acid 
^2 er ? Cted a " ne °P lasm inhibitor. An injection was formulated contg. 

?2 y i 1C acid - urid V ll c acid) and the lipid device is saline. 
160005— 13— OP 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) * 

160005-i3T^CAPLSr COnt9 ' nUCleiC COp ° lymer and Xi P id dev ^e) 

9-Octadecenoic acid (9Z) -, 2- [ [ [ [2- (diethylamino) ethyl] amino] carbonyl] oxy] - 
1,3-propanediyl ester (9CI) (CA INDEX NAME) Y 



Double bond geometry as shown. 
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